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WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 
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earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )S Responsive to communication(s) filed on 28 December 2006 . 
2a)D This action is FINAL. 2b)S This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
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4) ^3 Claim(s) 38.46-48 and 50-55 is/are pending in the application. 
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5) D Claim(s) is/are allowed. 

6) ^3 Claim(s) 38,46-48 and 50-55 is/are rejected. 

7) Q Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)O The drawing(s) filed on is/are: a)D accepted or b)\Z\ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
11 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 
Response to Amendment 
This is a response to the amendment filed on 12/07/06. Claims 38, 46, 47,51, 52, 53 have 
been amended. New claims 54-55 have been added. Claims 1-37, 39-45, 49, have been canceled. 
Claims 38, 46-48, 50-55 are pending and considered before the examiner. 

Claim Rejections - 35 USC § 112 
; The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making and 
using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the same and shall set forth the best mode contemplated by the 
inventor of carrying out his invention. 

1. Claims 38, 46-53, 54-55 are still rejected under 35 U.S.C. 1 12, first paragraph on the 
same ground as stated in the previous Office Action, because the specification, while being 
enabling for detecting the interaction of a human endogenous retrovirus W (HERV-W) envelope 
protein by contacting a population of cells expressing polypeptide of SEQ ID NO:l or a 
polypeptide comprising the TM+ Cyt domain at amino acid residues 448-538 of SEQ ID NO: 1 
with another population of cells expressing human neutral amino acid transporter, hATB°, does 
not reasonably provide enablement for a method of detecting a polypeptide or interaction of the 
polypeptide with its receptor by contacting said polypeptide with a population of cells expressing 
hATB°. The specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the invention commensurate in scope 
with these claims. 

2. In response, applicants traverse the rejections and submit that the claims 38 and 53 have 
been amended to particular 20 amino acids from 470-489 in the cytoplasmic domain, i.e. the 
fusogenic portion of the cyt. domain of the retrovirus W envelope protein (HERV-W Env), the 
rejection should be withdrawn and clearly two steps of the method using a synsytial formation 
assay to detect the claimed polypeptide expression and the interaction between a particular 
polypeptide and a specific type of cell surface receptor, ex. vivo or in vitro. 
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3. Applicants further argue that applicants do not understand the requirement of a cell 
surface receptor be identified, "tested: and approved' for HERV-W Env. Binding and the fusion. 

4. Moreover, Applicants argue that 1). the previous office action does not contain the 
analysis of the Wanders Fators, 2). the Federal Circuit explicitly states that the Wands factors are 
not critical in an enablement analysis, and 3). a routine, even complex experimentation is not 
undue experimentation if necessitated by the art. Applicants therefore assert that one of ordinary 
skill in the art would be able to make and use the invention as ser forth in the claims using 
routine experimentation in view of the guidance provided by the specification, sequence and 
knowledge of the art. 

5. It is noted that there are two enablement rejections under 1 12 1 st paragraph described in 
the previous office action. The first rejection is that not every peptide comprising any 20 amino 
acids with 80% identity 20 amino acid residues in the cyt. region of human endogenous 
retrovirus W (HERV-W) envelope protein can be used for detecting the expression of the 
claimed polypeptide via a syncytial formation. The second rejection is that contacting a 
polypeptide alone with a cell expressing a receptor is not enable for detecting the interaction of 
the claimed polypeptide with its receptor. 

6. The amendment and argument have been respectfully considered; however, they are not 
found persuasive to withdrawn the rejection. 

7. While the claims have been amended to the particular residues of the cyto. domain of 
retrovirus w envelope protein (HERV-W Env), the claims are still not enabled because the assay used 
for the claimed detection, i.e. the syncytial formation assay requires two populations of cells 
fused together rather than contact a population of cell with a polypeptide unless the polypeptide 
can bi-directional liking two receptor expressing cells together. However, the specification does 
not teach that the claimed polypeptide has such biological function. 

8. The second enablement rejection is still applied for the reason stated above. 

9. Moreover, the previous office action on pages 7-8 clearly analyzed why the claimed 
method is not enabled according to the Wands factors. It seems that applicants do not understand 
the main point of the analysis regarding why the syncytia cannot be form between the individual 
polypeptide with a population of cells even if they express the corresponding receptor of the 
polypeptide as claims drafted. 
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10. In the previous office action, the paragraphs 24-26, the examiner according to Wands 
factor : (1). Nature of Invention, (2). Scope of the invention, (3). State of art, (4). 
Unpredictability in the field, (5). Number of working example, (6). Amount of guidance 
presented in the specification, and (7). Level of skill in the art (Paragraph 24), the nature of the 
invention is directed to a method for detecting a cell to a cell fusion mediated by the envelope 
protein of HREV-W expressed on the surface binding to its receptor expressed by another 
population of cells. However, the claimed invention is drafted as the fusogenic assay tested by 
inoculating the envelope protein or the envelope polypeptide of retrovirus W alone with the cells 
expressing the receptor of said polypeptide. The examiner further cites the specification does not 
provide sufficient evidence to support such claimed invention. Because there is not fusion that 
can occur between the envelope protein or polypeptide with a cell even if it expresses the 
receptor of said envelope protein or polypeptide. The specification does not teach the fusion can 
be detected when the polypeptide along is inoculated with a cell line that expresses the receptor 
for said envelope protein or polypeptide as claims drafted now. 

1 1 . Regarding to the fusion assay mediated by a retrovirus envelope protein binding to its 
receptor, Applicants is further directed to the definition and state of art regarding the concept of 
syncytia and mechanism of a syncytial formation assay. The syncytia is a multinuclear giant cell 
formed by the fusion of many cells fused together (See definition by National Library of 
Medicine, Searched by 2/26/2007. The syncytial formation assay mediated by a retrovirus 
envelope protein binding to its receptor/coreceptor (fusion-cofactor) is based on the discovery 
that different retrovirus binds to its receptor and coreceptor. Therefore, the fusogeni portion of 
the envelope protein induces a cell-to-cell fusion and produce a giant multinuclear cells as 
described by Sakamoto et al. (J. Virol. Methods 2003, Vol. 1 14, pp. 169-166). Sakamoto et al. 
clearly teach that the syncytium assay is cell-cell fusion assay occurring between two 
populations of cells (Fig. 2). Therefore, the cell-to cell fusion is based on the tow populations of 
cells rather than a polypeptide and a cell with its receptor on it. 

12. To this context, the rejection is maintained. 



Claim Rejections - 35 USC§102 
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13. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed in the 
United States before the invention by the applicant for patent or (2) a patent granted on an application for patent by 
another filed in the United States before the invention by the applicant for patent, except that an international 
application filed under the treaty defined in section 351(a) shall have the effects for purposes of this subsection of an 
application filed in the United States only if the international application designated the United States and was 
published under Article 21(2) of such treaty in the English language. 

14. Claims 38, 46-48, 50-55 are still rejected under 35 U.S.C. 102(e) as anticipated by Jocob 
et al. (US Patent No. 6,312,921B1) in light of the disclosure by Castagna et al. (The J. 
Experimen. Biol. 1997, Vol. 200, pp. 269-286) or Rasko et al. (Proc. Natl. Acad. Sci. USA. 
1999, Vol.. 96, pp. 2129-2134). 

15. In response to the previous Office Action, Applicants admit that Jocobs discloses the 
cloned AJ 172-2 and the amino acid sequence of the A J 172-2 protein, and assert that this protein 
may be involved in the cell fusion events that leads to the formation of syncytia. Applicants also 
admit that Jacobs use COS transfected cells to see the giant multinuclear syncytia by cell fusion 
with cells having the same type, whereas the non-transefectec cells remain mononuclear. 
Moreover, applicants also admitted that when the transfected COS cells are mixed with Hela 
cells, the transfected COS cells also fused with the HELA cells. Applicants further cite that one 
can deduce from Jacobs that fusion may occur between transfected COS cells and between 
transfected COS cells and cells of another type, provided that the COS cells are properly 
transfected. 

16. Applicants further argue that Jacobs provide no teaching. Instead, Jacobs attempted to 
interpret cell fusion events as no homophilic or heterophilic protein-protein interactions because 
the fusion occurs between the trnansfected COS cells and the liposomes. Therefore, Jocobs et al. 
do not teach the claimed invention. 

17. Applicants' argument and new claims have been fully considered; however, it is not 
found persuasive because: 

18. Because while Jacob et al may not conclude why the fusion occurs, Jocobs clearly 
teaches in Fig. 4 that AJ172-2 expression in transfected COS cells can cause the formation of 



Application/Control Number: 10/069,883 Page 6 

Art Unit: 1648 

giant multinuclear syncytia by a fusogenic mechanism. The cells expressing AJ 172-2 can be seen 
to have formed multinucleate syncytia, while the non-transfected cell remained mononuclear. 

19. Regarding to the limitation of allowing the claimed poltypeptide to contact with a neutral 
amino acid transporter cell surface receptor, such as hAB° , as stated in the previous office 
action, Cos cells, Hela cells and may human tissues, including kidney cell inherently express this 
family of receptors in view of disclosure by Castagna et al. (The J. Experimen. Biol. 1997, Vol. 
200, pp. 269-286, see 2 nd paragraph on page 271 and Table 1 on page 272) or Rasko et al. (Proc. 
Natl. Acad. Sci. USA. 1999, Vol.. 96, pp. 2129-2134). Especially, Rasko et al. teach that hATB° 
is a neutral amino acid transporter receptor that is abundantly expressed in Hela cells as well as 
abundantly in kidney cell. COS cell is a kidney cell line originally isolated from Africa green. 

20. Because the cells inherently express one of the neutral amino acid transporter receptors, 
the limitation allowing said protein to recognize at least one cell surface receptor of said cell also 
inherently and consequently occurs as claims drafted. Therefore, the claimed invention is still 
anticipated by the cited reference inherently. 

21. Regarding the limitation of the test polypeptide comprising particular amino acid residues 
of SEQ ID NO: 1, because the claims use the "open language of "comprising" AJ172-2 is the 
polypeptide having 100% identical to the claimed polypeptide of SEQ ID NO: 1, the disclosure 
of using AJ 172-1 in the fusion assay taught by Jacobs et al. also inherently anticipate the claims. 
To this context, the claims are inherently anticipated by the cited reference. 

New Ground Rejections: 

A new matter rejection 
Claim Rejections - 35 USC § 112 

22. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

23. Claims 38, 46-48, 50-55 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter, which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 
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relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a new matter rejection, wherein the new matter added in the amended 
claims 38 and 53, i.e. "wherein the sequence has at least an 80% identity with amino acids 470- 
489" is not supported by the specification as it was originally filed. Applicants asserted in the 
response that the support for the amendment can be found in pages, 3-4 and 7-8. The 
specification has been carefully reviewed, there is not support for the particular amino acids 
470-489 ever described in the specification. Applicants are suggested to delete the new matter to 
overcome the rejection. 

Claim Rejections - 35 USC §102 

24. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a foreign country, before the invention thereof by the applicant for a patent. 

25. Claims 38, 46-48, 50-55 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Blond et al: (J. Virol. April 2000, Vol. 74, No. 7, pp. 3321-3329) in light of the disclosure by 
Rasko et al. (Proc. Natl. Acad. Sci. USA. 1999, Vol.. 96, pp. 2129-2134). 

26. Blond et al. teach a method for detecting an expression of a polypeptide of a new human 
endogenous retrovirus (HERV) family, termed HERV-W, in placenta cells, and other cell types 
using a cell-cell fusion assays. They demonstrate that the product of the HERV-W env gene is a 
highly fiisogenic membrane glycoprotein. Transfections of different mammalian cells with an 
HERV-W Env expression vector result in syncytial formation when the transfected cells are 
inoculated cells that express a type D mammalian retrovirus receptor(s). The cell lines, which 
have been tested as target cells expressing the type D mammalian retrovirus receptors, include 
COS-7 cells and Hela cells (See entire document, especially pages 3322-3323, Tables 1 & 2, Fig. 
2) that inherently express said receptor(s) for the type D mammalian retrovirus receptor includes 
RDR and hATB° and Hela cell expresses RDR inherently in light of the disclosure by Rasko et 
al. (Proc. Natl. Acad. Sci. USA. 1999, Vol.. 96, pp. 2129-2134, see page 2130). 
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27. Applicant cannot rely upon the foreign priority papers to overcome this rejection because 
a translation of said papers has not been made of record in accordance with 37 CFR 1.55. See 
MPEP§ 201.15. 

28. Should applicant desire to obtain the benefit of foreign priority under 35 U.S.C. 1 19(a)- 
(d) prior to declaration of an interference, a certified English translation of the foreign 
application must be submitted in reply to this action. 37 CFR 41.1 54(b) and 41 .202(e). Failure to 
provide a certified translation may result in no benefit being accorded for the non-English 



No claims are allowed. 
29. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Bao Qun Li whose telephone number is 571-272-0904. The 
examiner can normally be reached on 6:30 am to 3:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Bruce Campell can be reached on 571-272-0974. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



application. 



Conclusion 



Bao Qun 



2/26/20 




